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AB Consecutive serum and plasma samples, from a patient receiving 100 ml 

polyvalent horse anti- ***venom*** globulin after a rattlesnake bite, 
were analysed for circulating immune complexes (IC) and activation of 
complement factors. IC were determined by two independent methods, a 
complement consumption assay and a Clq-binding assay. Rapidly rising 
levels of complement -fixing circulating IC were detected as early as 4 --5 
days after the serum treatment and distinct IC-activity was recorded in 
both assays on day 8 when clinical symptoms of serum sickness were 
observed. The IC remained in circulation for at least 5 weeks. Signs of 
intravascular C-activation in the form of low C3 , C4 and C5 values was 
noted on day 1 after treatment. Factor B was demonstrable 3 --4 days after 
the snake bite and this factor and C3c attained a peak around day 8, just 
before maximal suppression of native C3 and C4 . 14 days after the globulin 
treatment C3c and B were declining rapidly while C3 and C4 approached 
normal values first 36 days after treatment. An increase in heterophilic 
antibodies to ***sheep*** erythrocytes was observed after treatment 
with anti- ***venom*** globulin. 
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AB ***Venom*** from the Mojave rattlesnake enhanced the ***antibody*** 

mediated hemolytic activity of guinea pig complement when either human or 

***sheep*** erythrocytes were used as the target cells. Amplification 
of lytic activity was shown to act in a preferential manner with respect 
to species of erythrocyte origin. Two steps appear to be necessary for 
demonstration of enhancement of complement hemolytic activity : (1) 
interaction of the ***venom*** with the complement components; and (2) 
membrane directed interaction of complement components in association with 
the active ***venom*** factor. These studied extend the findings 
reported earlier on ***venom*** induced complement enhancement. 
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AB A sensitive and simple enzyme-linked immunoabsorbent assay (ELISA) has 
been developed to measure the terminal complement complex (TCC) in 
solution. Commercially available antibodies to the native complement (C) 
components C5 and C9 were used in a double ***antibody*** sandwich 
technique sensitive enough to detect 0.3 microgram/ml of purified TCC. 
The TCC was not detected in normal human serum (NHS) nor was it generated 
when sera from patients with a genetic deficiency of functional C5, C7 , C8 
beta or C9 were activated with cobra ***venom*** factor (CVF) . If the 
C8 beta deficient serum was reconstituted with the C8 beta chain and 
incubated with CVF, TCC were formed and detected by the assay. In in 
vitro experiments, the TCC was detected in NHS activated by either the 
classical or alternative pathway even when there was no measurable 
consumption of C5, C8 or C9 . In addition, adaptation of a detergent 
extraction procedure permitted the quantitation by the assay, of TCC which 
were generated on sensitized ***sheep*** erythrocyte membranes. 
Experiments to test sample handling conditions showed no generation of TCC 
in NHS after four freeze/thaw cycles and spontaneous formation only if NHS 
had been incubated at 37 degrees C for 48 h. The TCC in zymosan-activated 
NHS were stable at 37 degrees C for 1 week. Patients with C activation 



associated diseases such as SLE and rheumatoid arthritis had increased 
levels of TCC that correlated with positive clinical tests for 
inflammation, even though C levels were normal when measured by routine 
techniques. These results suggest that this ELISA will provide a valuable 
tool for studying the role of C in the pathogenesis of C-mediated diseases 
and in examining the mechanism of tissue injury in in vitro experimental 
systems . 
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AB The coagulant, def ibrinating, fibrino lytic and f ibrinogenolytic 

activities of venoms from ten species of Costa Rican crotaline snakes were 
studied, together with the neutralization of these effects by a polyvalent 

***anti venom*** . The venoms of Bothrops asper, B. schlegelii, B. 
nummifer, B. godmani , Lachesis muta and Crotalus durissus induced a 
coagulant effect in vitro, and all of them, with the exception of B. 
nummifer, also induced defibrination in vivo. The four non-coagulant 
venoms (B. lateralis, B. ophryomegas, B. nasuta and B. picadoi) induced a 
degradation of the alpha (A) chain of fibrinogen, thereby inhibiting 
coagulation. However, they did not induce defibrination upon i.v. 
injection. All of the venoms showed fibrinolytic activity in vitro. 
Polyvalent ** *anti venom* * * was effective in the neutralization of 
coagulant, def ibrinating, fibrinolytic and f ibrinogenolytic activities of 
these venoms, with the exception of coagulant effect induced by C. 
durissus venom. Since only three venoms are used in the immunization of 
horses, these results demonstrate the high degree of immunological cross 
reactivity between components affecting coagulation in Costa Rican 
crotaline snake venoms. 
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AB The coagulant, def ibrinating, fibrinolytic and f ibrinogenolytic activities 
of venoms from ten species of Costa Rican crotaline snakes were studied, 
together with the neutralization of these effects by a polyvalent 

***anti venom*** . The venoms of Bothrops asper, B. schlegelii, B. 
nummifer, B. godmani , Lachesis muta and Crotalus durissus induced a 
coagulant effect in vitro, and all of them, with the exception of B. 
nummifer, also induced defibrination in vivo. The four non-coagulant 
venoms (B. lateralis, B. ophryomegas, B. nasuta and B. picadoi) induced a 
degradation of the .alpha. (A) chain of fibrinogen, thereby inhibiting 
coagulation. However, they did not induce defibrination upon i.v. 
injection. All of the venoms showed fibrinolytic activity in vitro. 
Polyvalent ** *anti venom* * * was effective in the neutralization of 
coagulant, def ibrinating, fibrinolytic and f ibrinogenolytic activities of 
these venoms, with the exception of coagulant effect induced by C. 
durissus venom. Since only three venoms are used in the immunization of 
horses, these results demonstrate the high degree of immunological cross 
reactivity between components affecting coagulation in Costa Rican 
crotaline snake venoms. 
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TI Comparative study on the ability of IgG and Fab sheep antivenoms to 

neutralize local hemorrhage, edema and myonecrosis induced by Bothrops 
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neutralize lethal and myotoxic effects induced by Micrurus nigrocinctus 
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Porthidium ***snake*** bites in Colombia: Correlation between safety 
and biochemical characteristics of antivenoms. 
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Lll ANSWER 111 OF 140 EMBASE COPYRIGHT (c) 2010 Elsevier B.V. All rights 
reserved on STN 
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AB A novel ***anti venom*** tor treating patients with Vipera berus bite 
has been developed. Sheep are immunised monthly with relatively small 
amounts of Vipera berus (common adder) venom and the resultant antisera 
pooled. The ** immunoglobulin*** fraction is precipitated with sodium 
sulphate then cleaved with papain to produce Fab fragments. Finally, 
those Fab fragments that are directed specifically against components in 
the venom are purified by affinity chromatography on columns comprising V. 
berus venom coupled to cyanogen bromide activated Sepharose 4B. The 
resultant product is some three times more effective than the non-purified 
Fab in protecting mice against the lethal venom effects. 
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Lll ANSWER 103 OF 140 EMBASE COPYRIGHT (c) 2010 Elsevier B.V. All rights 

reserved on STN 
Tj ***Anti venom*** therapy in the Americas. 

AB Envenomations are an important cause of injury in the Americas. While 
supportive care alone may result in an acceptable outcome, 

***anti venom*** offers a specific therapy that can significantly reduce 
the injury and symptoms of the envenomation . Antivenoms are hyperimmune 
sera collected from animals immunised with venom. The antibodies 
contained in the serum bind and inactivate venom components. This leads 
to cessation or reversal of the toxic effects of the venom. The serum is 
often processed to increase the level of antibodies directed against venom 
components and decrease the amount of inactive proteins that may cause 
allergic reactions. The processing may include precipitation of inactive 
proteins, chromatographic methods and cleavage of the 

** immunoglobulins*** to form antibody fragments known as Fab or F(ab)2. 
In the Americas, antivenoms are produced to treat crotalid and Micrurus 

***snake*** envenomations, Latrodectus and Loxosceles spider 
envenomations and Centruroides and Tityus scorpion envenomations. The 
indications, method of administration and incidence of adverse reactions 
differ greatly for each ** *anti venom* * * . The adverse effects 
encountered when using antivenoms are primarily allergic in nature. 
Anaphylaxis, which may be life threatening, is a major concern. 
Preparations to treat anaphylaxis must be made before initiating 

***anti venom*** therapy. Serum sickness is also common with many of the 

***anti venom*** preparations. 
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TI First clinical experiences with a new ovine fab Echis ocellatus 

***snake*** bite ***anti venom*** in Nigeria: Randomized comparative 
trial with Institute Pasteur Serum (Ipser) Africa ** *anti venom* * * 

AB During the past decade, effective ***snake*** antivenoms have become 

scarce in northern Nigeria. As a result, many patients severely envenomed 
by the saw- scaled or carpet viper (Echis ocellatus) , which is responsible 
for more than 95% of the ***snake*** bites in the region, did not 
receive effective treatment and mortality and morbidity increased. To 
combat this crisis, a new monospecific ovine Fab ** *anti venom* * * 
(EchiTab (TM) ) is being developed. Its theoretical advantages over 
conventional equine F(ab')2 ** *anti venom* * * are a more rapid tissue 
penetration and larger apparent volume of distribution (the volume of 
[tissue] fluid in which the ** *anti venom* * * would be uniformly 
distributed to achieve the observed plasma concentration) . In a 
preliminary study, two vials (20 ml; 1 . 0 g of protein) of EchiTab rapidly 
and permanently restored blood coagulability and cleared venom 
antigenerals in seven envenomed patients. Four experienced early 
reactions that responded to epinephrine. In a randomized comparative 
trial of one vial (10 ml; 0.5 g protein) of EchiTab or four ampules (40 
ml; 2.12 g of protein) of Institute Pasteur Serum (Ipser) Africa 
polyspecific F(ab')2 ***anti venom*** , there were fewer reactions, but 
only 36% and 35% of patients, respectively, showed permanent restoration 
of coagulability, with the remainder requiring further doses. This 



suggests that 0.5 g (one vial) of EchiTab is approximately equivalent to 
2.12 g (four ampules) of Ipser Africa ** *anti venom* * * , and that a 
higher initial dose will be required for most patients. Measurements of 
circulating venom and ***anti venom*** levels reflected the clinical 
events . 
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TI ***Snake*** F(ab')2 ***anti venom*** from hyperimmunized horse: 

Pharmacokinetics following intravenous and intramuscular administrations 
in rabbits. 

AB Purpose. The pharmacokinetics of a currently available horse F(ab')2 

antivenoms to Vipera aspis, V. ammodytes, and V. berus (Ipser Europe) and 
a new more purified and pasteurized preparation (SAV) was investigated in 
the rabbit. Methods. An immunoradiometric assay using an 
affinity-purified goat IgG horse F(ab'), specific and the same IgG 
labelled with iodine 125 as a tracer was developed. The limit of 
quantification in plasma was 0.032 .mu.g/ml. Specificity study showed 
that mouse F(ab'), and Fab did not cross-react. Results. Pharmacokinetic 
analysis showed that the plasma F(ab'), concentration followed a 
biexponential decline after intravenous bolus administration with 
distribution and elimination half -lives of 2.66 .+-. 0.18 hrs and 49.69 
.+-. 4.13 hrs, respectively. The total volume of distribution (Vdss or 
Vd.beta.) was between 209 and 265 ml.kg-1 and was similar to the volume of 
the extracellular fluid in the rabbit (300 ml.kg-1). Total body clearance 
ranged from 3.33 to 3.96 ml . h- 1 . ovrhdot . kg- 1 . After intramuscular 
administration which was only investigated with SAV, Tmax was 48 hrs and 
the absolute bioavailability was 42%. conclusions. No difference in 
pharmacokinetics was observed between the two ***anti venom*** 
preparations following the intravenous administration. In contrast, a 
reduced rate and extent of absorption was shown following intramuscular 
administration. 
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TI ***Snake*** antivenoms from hyperimmunized horses: Comparison of the 

***anti venom*** activity and biological properties of their whole IgG 
and F(ab')2 fragments. 

AB IgG and F(ab')2 fragments were prepared from horse plasma rich in specific 
antibodies against Brazilian Bothrops or Crotalus venoms. Both 
preparations, free of gross contamination with non- ***immunoglobulin*** 
proteins, were able to combine in vitro with their respective antigens, 
forming immune complexes at antigen excess, equivalence or antibody 
excess, and activating the C system, through either the classical or the 
alternative pathways. The IgG preparation was more effective in 
neutralizing the lethal factors in Bothrops or Crotalus venoms, compared 
with the F(ab')2 fragments. In contrast, IgG and F(ab')2 anti-Bothrops 
venom were almost equipotent in neutralizing the haemorrhagic and 
def ibrinating activities in the venom. The method used to purify IgG, 
precipitation of most non- ** immunoglobulin*** plasma proteins with 
caprylic acid, produced antivenoms richer in specific antibodies, with 
higher specific activity, recovery and yield, compared with the method 
commonly used to prepare antivenoms containing F(ab)2 



=> d 103, 113, 119, 121 

Lll ANSWER 103 OF 140 EMBASE COPYRIGHT (c) 2010 Elsevier B.V. All rights 

reserved on STN 
AN 1999278272 EMBASE < <L0GINID : : 2 01 01 015 >> 
Tj ***Anti venom*** therapy in the Americas. 

AU Heard, Kennon, Dr. (correspondence); O'Malley, Gerald F . ; Dart, Richard C. 
CS Rocky Mt . Poison and Drug Center, Denver, CO, United States. 
AU Heard, Kennon, Dr. (correspondence) 

CS Colorado Emergency Med. Res. Center, Univ. of Colorado Hlth. Sci . Center, 

Denver, CO, United States. 
AU Dart, Richard C. 

CS Depts. of Surgery, Med. and Pharmacy, Univ. of Colorado Hlth. Sci. Center, 

Denver Health Medical Center, Denver, CO, United States. 
AU Heard, Kennon, Dr. (correspondence) 

CS Rocky Mt . Poison and Drug Center, 8802 E. 9th Ave, Denver, CO 80220-6800, 

United States. 
AU Heard, Kennon, Dr. (correspondence) 

CS Rocky Mountain Poison Drug Center, 8802 E. 9th Ave., Denver, CO 

80220-6800, United States. 
SO Drugs, (1999) Vol. 58, No. 1, pp. 5-15. 

Refs: 61 

ISSN: 0012-6667 CODEN : DRUGAY 
CY New Zealand 



DT Journal; General Review; (Review) 

FS 03 0 Clinical and Experimental Pharmacology 

037 Drug Literature Index 

038 Adverse Reactions Titles 
052 Toxicology 

LA English 
SL English 

ED Entered STN : 2 6 Aug 1999 

Last Updated on STN: 2 6 Aug 1999 

Lll ANSWER 113 OF 140 EMBASE COPYRIGHT (c) 2010 Elsevier B.V. All rights 

reserved on STN 
AN 1997126572 EMBASE < <LOGINID : : 2 01 01 015 >> 

TI First clinical experiences with a new ovine fab Echis ocellatus 

***snake*** bite ***anti venom*** in Nigeria: Randomized comparative 
trial with Institute Pasteur Serum (Ipser) Africa ** *anti venom* * * 
AU Onayade, A. A. 

CS Department of Community Health, Obafemi Awolowo Univ. Teach. Hosp., 

Ile-Ife, Nigeria. 
AU Yakubu, A. 

CS Epidemiology Unit, Ministry of Health, Bauchi , Bauchi State, Nigeria. 
AU Smith, D.C. 

CS Therapeutic Antibodies Ltd., Med. Coll. St. Bartholomew's Hosp., 

Charterhouse Square, London EC1M 6BQ, United Kingdom. 
AU Nasidi, A. 

CS Fed. Min. of Hlth. and Social Serv. , Lagos, Nigeria. 
AU Daudu, I.J. 

CS Ministry of Health Headquarters, Bauchi, Bauchi State, Nigeria. 
AU Warrell, D.A. (correspondence) 

CS Centre for Tropical Medicine, Nuffield Dept. of Clinical Medicine, John 

Radcliffe Hospital, Headington, Oxford 0X3 9DU, United Kingdom. 
AU Theakston, R.D.G. 

CS World Hlth. Org. Collaborating C, Contr. Antivenoms and Venom Res. U. , 
Liverpool Sch. of Tropical Medicine, Pembroke Place, Liverpool L3 5QA, 
United Kingdom. 

AU Warrell, D.A. (correspondence) 

CS Centre for Tropical Medicine, John Radcliffe Hospital, Headington, Oxford 

0X3 9DU, United Kingdom. 
AU Meyer, W.P.; Habib, A.G. 

SO American Journal of Tropical Medicine and Hygiene, (Mar 1997) Vol. 56, No. 
3, pp. 291-300. 
Refs: 21 

ISSN: 0002-9637 CODEN : AJTHAB 
CY United States 
DT Journal; Article 
FS 037 Drug Literature Index 

038 Adverse Reactions Titles 

052 Toxicology 
LA English 
SL English 

ED Entered STN: 29 May 1997 

Last Updated on STN: 29 May 1997 

Lll ANSWER 119 OF 140 EMBASE COPYRIGHT (c) 2010 Elsevier B.V. All rights 

reserved on STN 
AN 1995313531 EMBASE < <L0GINID : : 2 01 01 015 >> 

TI ***Snake*** F(ab')2 ***anti venom*** from hyperimmunized horse: 

Pharmacokinetics following intravenous and intramuscular administrations 
in rabbits. 

AU Pepin, S. (correspondence); Lutsch, C; Grandgeorge, M.; Chersmann, J.-M. 
CS INSERM U26, 200 rue du Faubourg St Denis, 75010 Paris, France. 
SO Pharmaceutical Research, (1995) Vol. 12, No. 10, pp. 1470-1473. 

ISSN: 0724-8741 CODEN: PHREEB 
CY United States 
DT Journal; Article 

FS 03 0 Clinical and Experimental Pharmacology 

037 Drug Literature Index 

LA English 
SL English 

ED Entered STN: 14 Nov 1995 

Last Updated on STN: 14 Nov 1995 

Lll ANSWER 121 OF 140 EMBASE COPYRIGHT (c) 2010 Elsevier B.V. All rights 

reserved on STN 
AN 1994196760 EMBASE < <LOGINID : : 2 01 01 015 >> 

TI ***Snake*** antivenoms from hyperimmunized horses: Comparison of the 

***anti venom*** activity and biological properties of their whole IgG 
and F(ab')2 fragments. 
AU Morais, J.F.; De Freitas, M.C.W.; Yamaguchi, I.K.; Dos Santos, M.C.; Dias 



Da Silva, W. (correspondence) 
CS Laboratorio Immunoquimica , Instituto Butantan, Sao Paulo, Braz 
SO Toxicon, (1994) Vol. 32, No. 6, pp. 725-734. 

ISSN: 0041-0101 CODEN : TOXIA6 
CY United Kingdom 
DT Journal; Article 
FS 025 Hematology 

026 Immunology, Serology and Transplantation 

037 Drug Literature Index 

052 Toxicology 
LA English 
SL English 

ED Entered STN : 20 Jul 1994 

Last Updated on STN: 20 Jul 1994 



